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H Responsive to communication(s) filed on Jan 24, 2000 
□ This action is FINAL. 



A shortened statutory period for response to this action is set to expire 



is longer, from the mailing date of this communicrton p tn , " month(s) < or thirt V ^y S/ whichever 

application to become abandoned. 35 S C 33 ' Per, "° d f ° f feSp ° nse wi " cause the 

37 CFR 1.136(a) Extensions of tim « may be obtained under the provisions of 



Disposition of Claims 

Kl Claim (s) 7 and 16-22 



Of the above, claim (s) 
□ Claim(s) 



CS Claim(s) 7 and 16-22 

□ Claim(s) 

□ Claims 



_ is/are pending in the application. 
. is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



. are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected tQ by ^ 

□ The proposed drawing correction, filed on. is Qpprove(J Qjsapproved 

U The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) 
□ All DSome* QNone of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) 

□ received in this national stage application from the International Bureau (PCT Rule 1 7.2(a)). 

* Certified copies not received: 

□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). " 
Attachment(s) 

H Notice of References Cited, PTO-892 

H Information Disclosure Statement(s), PTO-1449, Paper No(s). 4, 6, & 7 

□ Interview Summary, PTO-413 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 



U. S. Patent and Trademark Office 

PTO-326 (Rev. 9-95) 



» SEE OFFICE ACTION ON THE FOLLOWING PAGES — 
Office Action Summary 
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Applicants' Preliminary Amendment filed September 3, 1999 (Paper No. 3) has been 
entered. Claims 1 and 2 have been canceled, claims 3-6 have been amended, and claims 11-15 
have been added. Applicants' Second Preliminary Amendment filed January 24, 2000 (Paper No. 
5) has been entered. Claims 2-6 and 8-15 have been canceled, and claims 16-22 have been added. 
Claims 7 and 16-22 are pending and are under current examination. 

Drawings 

Applicants' Drawings filed February 26, 1999 have been approved by the Draftsman. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in pubhc policy (a policy reflected in the statute) so as to prevent the unjust Tor 
improper timewise extension of the "right to exclude" granted by a patent and to prev « po sible 
S^?^. 9 ?**"- ^ InreGood ™»> " F-3d 1046, 29 USPQ2d 2010 (Fed 

F 2d 93 7 } 2 7usp776 frrPA fol'.w ™7* 645 ^ ^ ^ » 

i Q7n V l Q ( CPA 1982); lH re Vogd ' 422 F 2d 438 > 164 USPQ 619 (CCPA 

1970),and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969) 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double pLX Z^? 
provided the conflicting application or patent is shown to be commonly owned wi hfhfs 
application. See 37 CFR 1.130(b). 8 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
d 1S cla,mer. A terminal disclaimer signed by the assignee must fully comply wi^ C^T 73 (b). 

Claims 7 and 16-22 are rejected under the judicially created doctrine of obviousness-type 

double patenting as being unpatentable over claims 1-4 of U.S. Patent No. 5,866,552. Although 

the conflicting claims are not identical, they are not patentably distinct from each other because 
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both sets of claims are directed to a method for expressing a transgene in a skeletal muscle cell by 
introducing an adeno-associated viral vector comprising the transgene to the cell such that the 
transgene is expressed in the cell in the absence of a cytotoxic immune response, and wherein the 
adeno-associated virus is substantially free of contamination with a helper virus. Furthermore, 
claims 16-22 of the instant application are directed to an AAV vector comprising an Apo E gene, 
and claim 3 of the '552 Patent specifically recites this embodiment as well as the '552 
specification suggests the construction of AAV-ApoE (see columns 5 & 7). As such, the claims 
of the '552 Patent make obvious the instantly claimed method and AAV vectors comprising the 
Apo E gene. 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless -- 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent. publication in 

Claims 16, 17, 19, 20, and 21 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Gouras et al. (Neurobiology of Aging, 1996). 

Gouras et al. teach the construction of an AAV vector comprising the gene encoding Apo 
E under control of the CMV promoter. As such, the AAV vector of Gouras et al. meet all of the 

limitations of the claims. 
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Accordingly, Gouras et al. anticipate the claimed invention. 



Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) *e invention was described in a patent granted on an application for patent by another filed in the United 

XSEih mVentl ° n " aPPHCant ^ ° r ° n an intemati ° nal a PP llcation ^ -oth who 

"tte^^ 

Claim 7 is rejected under 35 U.S.C. 102(e) as being anticipated by Podsakoff et al. (Ref 
AI of Paper No. 6). 

Claim 7 is directed to a method for expressing a transgene in a skeletal muscle cell using 
AAV which is substantially free of contamination with helper virus, wherein expression occurs in 
the absence of a cytotoxic immune response to the cell. 

Podsakoff et al. teach a method of expressing genes of interest in skeletal muscle cells. 
See Examples 2 & 4. Podsakoff et al. teach an assay for purification of AAV virions away from 
contamination adenovirus. See paragraph bridging columns 18 & 19. Podsakoff et al. teach that 
gene expression lasts for up to 12 weeks in vivo. As such, the method of Podsakoff et al. meet all 
of the limitations of the claims. Note that the limitation "in the absence of a cytotoxic immune 
response directed against the cell" is an inherent feature of the purification assay of Podsakoff et 
al. 
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Accordingly, Podsakoff et al. anticipate the claimed invention. 



Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 16-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over Podsakoff et 
al. (Ref AI of Paper No. 6) taken with Chiorini et al. (Ref AAB of Paper No. 7). 

Claims 16-22 are directed to an AAV vector comprising the gene encoding human Apo E. 

Podsakoff et al. specifically teach the construction of an AAV vector which harbors a 
DNA molecule of interest bound by AAV ITRs and additionally comprises promoters of interest 
such as CMV, RSV, etc. See columns 10 & 1 1. Podsakoff et al. teach use of therapeutic genes 
such as the EPO gene, and specifically discuss the use of other genes of interest which encode 
proteins for treatment of diseases such as hypercholestemia. Podsakoff et al. differ from the 
claimed invention in that they do not specifically teach the construction of an AAV vector 
comprising the human ApoE gene. However, at the time the claimed invention was made, the use 
of the Apo E gene in viral vectors was well known in the art as represented by Chiorini et al. who 
teach the construction of an AAV vector system which comprises genes of interest such as Apo E 
(column 3, line 14) as well as inducible promoters such as the metallothionein promoter (Claim 3). 
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Accordingly, in view of the teachings of Chiorini et al., it would have been obvious for 
of ordinary skill in the art, at the time the claimed invention was made, to modify the AAV vector 
of Podsakoffet al. by substituting the Epo gene with the gene encoding human Apo E with a 
reasonable expectation of success. One of ordinary skill in the art would have been sufficiently 
motivated to make such a modification as it was an art-recognized goal to use AAV to deliver 
genes of interest under the control of promoter of interest as represented by both Podsakoffet al. 
and Chiorini et al. 

Therefore, the claimed invention, as a whole, is dearly prima facie obvious in the absence 
of evidence to the contrary. 



No claim is allowed. 



Conclusion 
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Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Jill Martin whose telephone number is (703)305-2147. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Jasemine C. Chambers, can be reached at (703)308-2035. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group receptionist whose telephone number is (703)308-0196. 

Papers related to this application may be submitted by facsimile transmission. Papers 
should be faxed via the PTO Fax Center located in Crystal Mall 1 . The faxing of such papers 
must conform with the notice published in the Official Gazette, 1096 OG 30 (November 15, 
1989). The CM1 Fax Center numbers are (703)308-4242 and (703)305-3014. 



C^/ Jill D. Martin 

Patent Examiner 



